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RESPONSE TO FINAL OFFICE ACTION 

Responsive to the Final Office Action mailed 
May 8, 2002, entry of the enclosed amendment and consideration 
of the following remarks is respectfully requested. 

AMENDMENT 

In the claims: 

Please amend claim 2 to read as follows : 



2. (Twice Amended) A method of diagnosing Crohn's 
disease in a subject, comprising the steps of: 

(a) obtaining a sample from a subject suspected of 
having inflammatory bowel disease; 
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' (b) contacting the sample with an OmpC antigen, or 
reactive fragment thereof, under conditions suitable to form 'a 
complex of the OmpC antigen, or reactive fragment thereof, and 
IgA antibody to the OmpC antigen; 

(c) contacting said complex with an anti-IgA antibody 
to form a labeled complex; and 

(d) detecting said labeled complex, thereby 
determining the presence or absence of IgA anti-OmpC antibodies, 

where the presence of said IgA anti-OmpC antibodies in 
said subject indicates that said subject has Crohn's disease. 



REMARKS 

Claims 1 to 13 are pending, with claims 8 to 13 having 
been withdrawn from examination. Claim 2 has been amended. 
Claims 1 to 7 are presently under examination. 

Applicants' representatives very much appreciate the 
Examiner's time and helpful comments in the telephone interview 
conducted July 30, 2002. During the interview, the rejection 
under 35 U.S.C. § 102 over Braun et al . was discussed. 
Specifically, Applicants' representatives explained that the 
Braun et al . patent does not teach diagnosis of Crohn's disease. 
The Examiner indicated that the arguments made by Applicants' 
representatives would be considered when presented in a written 
response. In addition, the Examiner indicated that she would 
consider rejoining withdrawn claims 8 to 11, as claims 1 to 11 



• 



Inventors : 
Serial No . : 
Filed: 
Page 3 



Targan et al . 
09/575, 061 
May 19, 2000 



all require determining or detecting the presence or absence of 
IgA anti-Ompc antibodies. 



Regarding- the Withdrawn Claims 

As noted above, claims 1 to 13 are pending in the 
present application. Claims 8 to 13 were withdrawn from 
examination as the result of a restriction requirement. As 
discussed in the telephone interview, while claim 8 and 
independent claim 10 each recite determining the presence or 
absence of other antibodies, they each also require determining 
the presence or absence of IgA anti-OmpC antibodies. For this 
reason, claims 8 to 11 should therefore be examined together with 
claims 1 to 7 . Applicants appreciate the Examiner's 
reconsideration of the restriction requirement and respectfully 
request that claims 8 to 11 be rejoined with the subject matter 
presently. under examination. 

Regarding the amendment 

Claim 2 has been amended to indicate that determining 
the presence or absence of IgA anti-OmpC antibodies occurs 
through detection of a labeled complex containing OmpC antigen or 
a reactive fragment thereof and IgA antibody to the OmpC antigen. 
The amendment is supported throughout the specification, for 
example, at page 8, lines 5-7, which indicates that IgA anti-OmpC 
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antibodies can be detected with an enzyme-linked immunosorbent 
assay, and in Example II (pages 32-33), which describes complexes 
formed by incubation of OmpC antigen with alkaline phosphatase 
conjugated ant i -human IgA indicator antibody. 

As set forth above, the amendment is supported by the 
specification as originally filed and does not add new matter. 
Furthermore, the amendment is within the scope of the subject 
matter previously examined and, therefore, does not raise new 
issues for consideration and does not require a new search. The 
amendment was not made earlier in prosecution because Applicants 
maintain that the claim was definite as written. Further, the 
amendment places the application in better condition for 
allowance or appeal. For these reasons, Applicants respectfully 
request entry of the amendment. 

Attached hereto as Appendix A is a marked up version of 
the amended claim showing specific text changes made in the 
enclosed amendment using underlining to indicate text added. 



Regarding the rejection of claims 2 to 7 under 35 U.S. C. § 112, 
second paragraph 



The rejection of claims 2 to 7 under 35 U.S.C. § 112, 
second paragraph, as allegedly indefinite is respectfully 
traversed , 
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In maintaining the rejection, the Office asserts that 
the use of a label is an essential element not recited in 
independent claim 2. In regard to Applicants' previous 
arguments, the Office Action opines that use of an enzyme-linked 
secondary antibody exemplifies detection using an enzyme as a 
label. The Office Action therefore concludes that it is not 
clear how determining the presence of IgA anti-OmpC antibodies 
can be performed without the presence of some type of label . 

Applicants submit that claim 2 is clear and definite to 
the skilled person as written. However, to advance prosecution, 
claim 2 has been amended to recite detection of a labeled complex 
that contains OmpC antigen or a reactive fragment thereof and IgA 
antibody to the OmpC antigen. Applicants therefore respectfully 
request reconsideration and withdrawal of this rejection. 

Regarding the rejection of claims 1 to 4 under 35 U.S.C. § 102(e) 
over Braun et al . 

The rejection of claims 1 to 4 under 35 U.S.C. 
§ 102(e), as allegedly anticipated by U.S. Patent No. 6,033,864 
to Braun et al., is respectfully traversed. 

The Office maintains that the Braun et al . patent 
describes diagnosis of Crohn's disease in a subject using an OmpC 
antigen, relying on two passages in the cited patent to support 
the rejection. -The first passage at column 11, lines 16-67, 
describes diagnosing ulcerative colitis in a subject suspected of 
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having inflammatory bowel disease. The second passage at 
column 6, lines 36-41, defines a subject suspected of having 
inflammatory bowel disease as any animal capable of having 
ulcerative colitis that exhibits one or more symptoms of 
ulcerative colitis or Crohn's disease. It is asserted that thes 
passages put one skilled in the art in. possession of the claimed 
invention. 

Applicants submit that neither of the specific passage 
cited nor Braun et al. as a whole describes diagnosis of Crohn's 
disease. Rather, Braun et al . describe diagnosis of ulcerative 
colitis in a subject suspected of having inflammatory bowel 
disease, i.e., suspected of having either ulcerative colitis or 
Crohn's disease. 

As noted in the Office Action, a subject suspected of 
having inflammatory bowel disease is one having a symptom of 
ulcerative colitis or Crohn's disease. However, having one or 
more symptoms of Crohn's disease is not synonymous with a 
diagnosis of Crohn's disease. In this regard, Applicants would 
point out that inflammatory bowel disorders, such as ulcerative 
colitis and Crohn's disease, have overlapping clinical and 
pathologic symptoms, see, for example Merck Manual , 16 th ed., 
pp. 830-839 (1992), attached hereto as Exhibit 1. Therefore, 
diagnosis of Crohn's disease or ulcerative colitis cannot be 
based solely upon a subject's symptoms. 
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In sum, in contrast to the claimed invention, the Braun 
et al. patent is directed to diagnosis of ulcerative colitis. 
Nothing in Braun et al . teaches diagnosis of Crohn's disease, as 
required in the claimed invention. Thus, the Braun et al . patent 
cannot anticipate the present invention, and Applicants therefore 
respectfully request reconsideration and removal of the rejection 
of claims 1 to 4 under 35 U.S.C. § 102(e) over Braun et al . 



Regarding the rejection of claims 5 to 7 under 35 U.S.C. § 103 
over Braun et al . in view of Targan et al . 

Claims 5 to 7 stand rejected under 35 U.S.C. § 103(a), 
as allegedly obvious over U.S. Patent No. 6,033,864 to Braun 
et al . , in view of U.S. Patent No. 5,932,429 to Targan et al. 
The rejection has been maintained, in part, because the Braun 
et al . patent allegedly describes diagnosis of Crohn's disease by 
determining the presence of IgA anti-OmpC antibodies and the 
Targan et al . patent allegedly describes diagnosis of Crohn's 
disease by determining the presence of ASCA. 

Claims 5 to 7 depend from independent claim 2 and 
include the steps of determining the presence or absence of IgA 
anti-OmpC antibodies in the subject and further determining the 
presence or absence of IgA anti- Saccharomyces cerevisiae 
antibodies (ASCA) in the subject. The presence of IgA anti-OmpC 
antibodies or the presence of IgA ASCA in the subject 
indpendently indicates that the subject has Crohn's disease. 
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Applicants respectfully traverse the rejection because 
the combination of references does not teach or suggest diagnosis 
of Crohn's disease by determining the presence of IgA anti-OmpC 
antibodies. Firstly, the combination of references does not 
describe diagnosis of Crohn's disease by the claimed method. The 
claimed method recites contacting a sample with OmpC antigen or a 
reactive fragment thereof under conditions suitable to form a 
complex of the antigen and an IgA ant i -OmpC antibody and 
contacting the complex with anti-IgA antibody. Determining the 
presence of IgA anti-OmpC antibodies indicates that the subject 
has Crohn's disease. As discussed above with regard to the 
rejection under 102(e), Braun et al . do not describe diagnosis of 
Crohn's disease. Furthermore, neither Targan et al . alone, nor 
together with Braun et al . , teaches or suggests diagnosis of 
Crohn's disease by detecting the presence of IgA anti-OmpC 
antibodies . 

In particular, as discussed in Applicants' response 
filed December 13, 2001, Targan et al". do not describe contacting 
a sample with an OmpC antigen, a microbial antigen, to detect the 
presence or absence of IgA anti-OmpC antibodies. Rather, Targan 
et al . describe detecting the presence or absence of perinuclear 
anti-neutrophil cytoplasmic antibody (pANCA) , which is by 
definition a "neutrophil" antigen (column 7, lines 17-21) that is 
distinct from OmpC antigens. Given that Braun et al . relates to 
diagnosis of ulcerative colitis and that Targan et al . relates to 
the use of an antigen distinct from the OmpC antigen, the 
combination of Braun et al. and Targan et al . does not describe 
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diagnosis of Crohn's disease in a subject by detecting the 
presence or absence of IgA anti-OmpC antibodies. 

In sum, for the combination of references to render the 
claimed invention obvious, each feature of the claimed invention 
must be described or suggested by the combination. In the 
instant case, the combination of references does not teach or 
suggest diagnosis of Crohn 7 s disease by determining the presence 
or absence of IgA anti-OmpC antibodies. Accordingly, Applicants 
request reconsideration and removal of the rejection of claims 
5 to 7 under 35 U.S. C. § 103(a) over Braun et al . in view of 
Targan et al . 

CONCLUSION 

In light of the amendments and remarks herein, 
Applicants submit that claims 1 to 11 are now in condition for 
allowance and respectfully request a notice to this effect. 
Should the Examiner have any questions, she is invited to call 
the undersigned agent . or Cathryn Campbell. 

Respectfully submitted, 

Andrea L. Gashler 
Registration No.: 41,029 
Telephone No. (858) 535-9001 
Facsimile No. (858) 535-8949 



Dated 



CAMPBELL 5c FLORES LLP 

4370 La Jolla Village Drive 

7 ch Floor 

San Diego, California 92122 
USPTO CUSTOMER NO. 2 3 601 
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APPENDIX A 

Amendment to claim : 

2. (Twice Amended) A method. of diagnosing Crohn's 
disease in a subject, comprising the steps of: 

(a) obtaining a sample from a subject suspected of 
having inflammatory bowel disease; 

(b) contacting the sample with an OmpC antigen, or 
reactive fragment thereof, under conditions suitable to form a 
complex of the OmpC antigen, or reactive fragment thereof, and 
IgA antibody to the OmpC antigen; 

(c) contacting said complex with an anti-IgA antibody 
to form a labeled complex ; and 

(d) detecting said labeled complex, thereby 
determining the presence or absence of IgA anti-OmpC antibodies, 

where the presence of said IgA anti-OmpC antibodies in 
said subject indicates that said subject has Crohn's disease. 






55 ! 



c 

c 

~E 
o 

5 

"5 



§■0 



00 OJ 



§1 

13 O 



■ — US 

■a u> 



D 
O 

o ~ * 
m u no 

5 -S S 



P* o 



Z 

o 

CO 

fa 

Z 
t-H 

Q 

Z 
•< 

z 
o 

< 

H 

u 



z r 



i 3 u 
« o 



« 2. 



3 C 
"3 O ^ 

5 = - 3 
■S - = - rt 
£ _ « y 

c.2 - -a 
, C c c 

■2 § i » 

c u ■- H 

lis* 

1511 

.S = w S3 

S £ c ■= 
2 u c j 



■5 <-> 



u 
ju 

u 
.5 

1/; Cj — r3 

.1 - a. "5 

u 3 08 ^ 

' o 3 

(— u c 
— C EC 

« E £ 3 
= « o 
•> -a o e 

- L> V 



« u K li 

■= - " ^ I 

2 <u — re c 

u a, o r; « 

w 3 ^ .H c 

o « o ^ = 

2 ' -D <D 

in - *- — — . 



- - G w E 3 
" J3 C <D « =<■ 

U ii£ E = 



CO 

< 



5 

o 
52 



It-?'! 
ti'Hl 

w Co 



fa 
z 

u 

Z 

o 
u 



h3 

O 
PQ 

W 
K 
H 

O 



S Si -n « « 4) 

^ ^ o 2^ c D- 

| § -g .E co I 

_r\ "5: 111 e/s X w 



C 55 5 «_. 

= ffl y *E ■■* 
y — n 



i * -2 # K 
i o .t: n 

il 8 = ^ 

~ « 

° \Z U 
I g» o _ 



re x> 



y « 
> a 
■- u 

« u 
i£ O 

3 CO 



5 ? 



Q = 

U o 



£ so 



< s 
w § 
£2 g 

3| If 

CD 2 

li 

o - 

U-3 



- o 

§ 5 

I ! 



^ !j U C 



a> > rt 3 



w s 1- O -3 

c u P e 

« u u 

» E -a V 

3 c 2 -° 

0 = ^§ 



° 5 -a E — 

0 > « _^ « 

i^s = « « 

1 -i g I ^ 

. . .E - o 
c ■ c o j: 

> u <u — 

> > U QJ <u 

C « 4J f; 
C r- - -o « 



E w 

3 3 2 c 



3 g 



C5 ^ <- ~ 

~ c « 2 
■a i) 3 

O r9 3 a « 

C w « <J 3 
&0 w '— O 

15 - " 3 

o 

2 a -= 



C U -o ^ U 

« J > « o - 
.2 E- S g o S 



= o 
— ^2 

5-. C3 
C 



_D 3 



~C3 



O ^ 



o 0 

— 

— SO 

3 k- 

_0J 



= 0 _ 

' w 3 

Use 

y > 

-li r 

3 .d 

"° 3 £ K 

y; O <u — 

rt X v: r- 

b ^ 73 £ 

3 C cc 
« c 5 — 

-= < « c 5 

O a K .3 
oil a; ^ - — 

" £-0 5 y 
o ^ c y u 

^ C « C r= ^fl- 
^1 SJ fi ^- D 

— — ^ £ -a 

£ S 3 § 

trt — 3 3 D 
— ^ ^ • > 3 
U 



3 5 3 V — 

.2 ^ u p « 

- « 3 0 b ^ 

Si.2 o o 3 ^ 

8 JE C 

■? 2 S 2 « 



- « c 
o -E 53 



w a. ^ ^ ^ 
■o :E « -E — us 3: 

*3 C/> u — 



UJ 



o 9- oj 
jd -3 a. 



•5 u c c 

a OJ 

O - - flj 

3 uj — ^; 

: I « 2 



■ 



o P u 



OU 3 U 

E re 



II 3 



1 — O 



w - 
O t/s 3 
(J u c 



O v 



o -E 





CO 7, 9 

ro c .o 



I i'l 



QJ — 

— c 



o 
o 

a 
a; 

Q 

c> 

E 
£ 

D 



o .= 



S II 
I I * 

^ c- 

« "C 

° .5 

— o 

<S} — 

=3 p 
^ 5 
c '-> 




r-^ ^ £ £ * c? 



-= — .£ ^ 3 (A 'J « 

S o 'P w 0 *£ P 

U 'B o ; s = 

" C- ST C- 2 = 3ir = 

u p u ^ o 



^ y ' OJ aij - ^ r - 
o y "S) ij 'f, 2 

m = p ^ 

— ■ "3" c ^ 5 
X x; o •? <_ u > 

Q 
U 



9--— 
1 2P 

5 £ 



■£ ? o = 



3 -g 



one"- ^c.E £- 
X - ^ u " y « « "= 



^ O p - c ^ 

= = re " =Jj U 2 



u ^ r c ~ S - Ho 
= « ra op u -5 J ^ 

S. 2 g j£ S < ?f o « 3 £ § 

- ° - 3 5 =b c j£ ^ c = ■= 
« u- >>.H a. p — ee S g « _ 

5 cT t.^ 5 £ •£ > f= s 



_0 cj -g 

[5 Q 



u '« £ ■ ^ — y " 



w ^ W — P r- 

■= " = « w o p ^ -t; 



Q 

U 



H ^ 5 a- 2 

Z, 2 P 

■ u « — 



2 £ 



™ (J 5 U UJ C H q &0 (D _ — 3 O 



6=3 

<u « ^ 

— =: "B 

c: c - 

cj o 

" « ft 

3 * 



£ .E § — 

o c: o u 
c-5 

P "a = >, 

W5 trt C 



I'll 

W3 ^ ;= 



-i u o a. 3 

u c - - - *?. I i ^ a « 

■£ — " o — c — . - £ 

c " § - ^ ^ c ^- - ^ 



- — 

to a 

C > 



~ .£ '= ■ ° = 5 £ -° 

o £ " w -5 = = 5 = 2 « 



^ ? c .-2 S 

- c X c k '-> ~ 



~ ^ « \~ !£=-£*- 



„ — re - r - w 
o - cj ^ ~ ~ -j> ~ E 7; 

= — ^ 




^1 



8 -s 

a, >>^ 

J = «« " 

- -r <J 3 

Q) CJ — 



~ a V. 



2 c = C ^ 



re uo — 
V U — 
5 ca 'p 



— - 5 £ P ^ ~ > o 

{j ~ - E 3 u — r-0'f: c oo 

"2 - * c 2 5 5 £ . ^ = « 

3 </: — ,r c- y - ; — c 

1/5 — - - r ; ^ ^ — ~ ^ U 

■= 3 y c ? - - ^. - ? - = 



re > 
.2 'J 



CJ 



ao 



- 5 ~ ^ > 

"G*' </: , ------- 



I 2 £ y 'I '-4 I ^ 

- - c ^ >^ .0 _re 



-* = -£.= < ^ ? 



£ ^ £ 



.2- cc , re 5 ^ ~ 

? J g ■! = « & « « 5 5 
-= ^ i « c u 



CO —5 

u 

¥ a E J .= 



i_ « 

W 3 



cj 13 > 



~ -I- " 'J-J 

= <u p . =: 

- ~ - .5 £3 

E £5 £ * * 

2 £ c i" u 

o 

-a S c E § 

= ^ 3 Si o 

o « - > 

— .r o 

u G. — . z 

= = = a) - 

g g 3 •= ^ 



•£f c- c 2 w R • ^ "= ^ s= 

>< 5 ' ~ u ? « _ X, r 

• ^ ^ n « ^ £ E . = ^) ,!J fi w ^ c 

= — ~ . 5 ju Z ^ « 7 ^ — .5 •- "> J 



ej re 5 O aij £_ 



^ c. K « = f J ^5 




= Sl ?■£ « = = 

— r; x O u -= 0 . 
0 £ J £ ^ u ^ .2 

- « ^ n' - ^ ^ a ^ jz y- 

o 1 . 5. c = ^ H ^ oj 



^ U ^. oj 
C "3 C K " 



^ " y = •= 



W r K ^ rj 

P- U >! O W 

•— ' — r: o .. sz 

.5 .2 

a. ^-^2 ^ 5 re 

S o ° H o 

- 2 >-= ^ 

w U - 2" 



■ "a H 



= = ^ - o £ ^ c « -o « u £55?y uo -E^ 

Spo = > _=^- tJ cS^" ^ > u ^ = o ^ — > 

p -j2° = .-3^^ = ^"^^. h re ? > = h a « - 

- = < = u ^ u ? 



U > ra 



> .E 



a) i- - 



S w U w 

^ c o « ii ^ =^ i~ _ 
^ c ^ t^, u . y - ^ u s c 



£2 S -' J P C O u S ^ ao M 

1 .« S 2 = .2 ^ = = ^ 

" ' p ~ ^ o g = 



0. 

« - ^ -?> 



r - C 3 



rt Wju •= -o -5 JJ 

1- 0 cj >-, -5 c ^ — — — 

o w - 3 « « -2 ^ = g; " T « M - © 7 o «, 

-2 -5 % o 11 5 §•= g s s.i"I g = f S g 

2 | ^ ^ '5- S ^ s .•= 5 U S I 1^1 

x.!2*^3 ^ = aj o^-r *f C3 ^ ~ >.'(-).— err £ i_ 
lu — "S tj n ■£ K c ' o 2: ™ «i 2 >->H 



y - u J: - 
-£ J: >^ = 

£ . i3 > S 

^ o -= 3 ■= 

w) — a 

:is = = 

p o p w y 

w C 3 
r >i 5 W ^ 

.2 _c .'^ o - 

s - ^ z « 

•= ^ " ~ p 



5 g w * .= 
^ 2 c ' P 



— u 



£ 2 = 5 
- = § 2 E 



o C 



- 

' 2 - ^'C 
^ L y b . 



' "O — X 4J c ^ 

; 3 5 o j£ ^ re 

; O r: j= « S= u 

: S> 'T S 5 f i 

i Z « | S „• 8: 

! ■£ '3 ^ K 

1 uT tn U " 

■5* o 12 ^ 

> y > o 

' ^ ?! y ^ 

; X " .£ so 

i «J - © o 



2 

a. 



~r JJ 



4J O C — 

!> ci r U 



c = 



2 o 
o >, 

2 .y 

o > 
,E ii 



Q JO = 
to <— 

~ - u 

« = - 

~ « 5 



= 2 ra 

o c « 



^ ^ o 



P 2 = 
= c "~ 

U (-> c 
- _ o 

5 



.2 y .2 HL'S 
= c. « ^ 

" O 'J u 

^ u L ^ u 

- O — U 1) o 

■3 I § S-S5 I 

OJ 3 "3 ZL 

> 3 S= " h « 

o E .= o c 

> 3 — — C 4J 
= u " 



_ 9 u w ~ ^ ^ w 



iH^o^ 2 

w c - 

cjj « 2 — £T-_r. 

1 1 S I I o 

- 1 01 W CJ 

.i Si W 3 y 7 



: - c 2 " 



^ = CJ ^ u 



= 2 

Pol 



— vs « 4J 



^ > to s- 1 !=2j2 — 
|- -3^vp"°-.2c> 



■n -r = 
-L S ro t 

5 iG tu 



I - 3 « y ^ u 



= u S = 



2 - 3 

G " U Q 
o - re 



c o . 



2 CO 

g" 5 



5 = = § E I 

. « 2 c~ P" ij 

— cj oi . -l: 

P O « o: cj ^ 

CJ — ; 3 CJ ^ X: 

o; oi — - 

CJ — ' C 

= cj 'j re cj 

-° S «- id « 

<u >-. _ ° = 

= o n <* ^ u 

2 -s ^">,^ i 

1 1 1 I % I 

K a. cj ■- ^ o 

cjcj^S| = =t=| 

— — ' W V5 L_ . JZ 



S3 5 

b .s 

U II 

> * s 



gi! 



OO >?2 •— .= 

^ b 2 | 

5 5 Z o 

^ «| > 

C P K _J 

S © y o 

2 S 5 ^ 

P . - « - 
" ^ 



3 



— re oo 
cj o re 
p: q. o 



>> re' o 

re C yj 



'"" ^ O 

s .2 © y 

P, ^ P > 

^ L : j 

cj « « 



° 2 

i '3 



- "3 O 

r\ — 

U ^ o 

i ^ 

■ re o 

— cij 
cj « re 
cj S 

- C rj 



• G = c 2 

■ •••re, 

2 2 

1 § ^~ 

■5 re 2 3) 

2 13 « cj 
5 ^ "2 

15 « = 
S &! I 

^ re o = 

>-i — — ^ 

re o 3 0 

5 f£ -° — 



6 

E- « 
o = 

o = 
-o '2 



re 



.ii "P « 

o 2 c £ 

E cj CO 3 

ao £ 'P o 

2 re - 1 u 

u = u 5= 

So 

fj - _ 



- "C 
t_ re 
O — 



— 2 

£ a 




^ 4J — 



— CJ 3 

" 

- C u * 

- 1 aj cj 
^- ^ - v.- 

— — 01 v-j 



— £ .1° ~ ~ 



-3 cj > u 



3 ■= ■- o 



_ cj ■ - . 

5 



^ — re £ 



§ ¥ s 



Cj 3 
cj r 



SO 3 



re 3 — r - 



E cj 



.P C 3 vi 

"5 £ £ — 



o: o 

C _CJ 

2 'T 

tD CJ 



/ <J U 
01 c 

O CJ ^ 



^ CJ p 



00 c 



CJ 



cj re — 1-" 



-£ 



2 ^ o r _ 

ULO C - 

~ : £ U 



ci. nj 3 — 



_ OJj ' 

-2 re S 

— 1/ OJ 

~* _ ^3 



? i tt § ^ 

3 X — 

y ^ - - 2 > 2 

re — 3 cj o re u 

..- re P (1 O ■.- c 



*P 5 - ^ ~ 



'3 



re w 



,£ E- c- p 6 " ^ 
cj re =00 O 
LU cj re t— i u 



? £ - CL S 

P> f- ^ 0) £ 

re ~ > _ 

Q_ re -3 -a 



re cO — " 
O 3 

~ "5 JE 
2 cj 



£ T 2 « o 



re — 
V C- .P 



re = « 



>» 3 
CO "G 



2 || 




QO 



3 

0) 
.0 

G 
O 

.0 
C 



50 x- 5* 



3-2 

— w -5 

S c So 

X * CJ 



y ~ 



.3 r -* " 



' 3 ij 



= * x c (j c 
= 5 n r= < 



y '~~ 

c_ y 



; J u « 

7% S ± 



3 £ C C 



-C '> cj - 

3 3 " > « 

- • - <u 
* — " ~ c'-— ' ,i 

« H • 3 « 3 * 
2 x ^ 



c 2 ."5 

£ f £ 

G 3 « 

CJ y c 

l_ ._ y 

« c. r 

— r- — 



= — CD = 



„ u - * 
= - cj = - 



- ~ - _^ <jj 
x ■= 5 o = 



- « t 

G cj £ 
"X CJj ^ 



■3 >-.§j" 



^ y 



G v. 



: _ CJ 
* re - 
' ■- .2 

1 £' 

- 4J 



3 u 



CJ y 



-= — — 



_G y ty. 



' ■ - OJ = 



if re j> 3 

c S 5 ct 

o : ; - 

3 u a w. 

3 "3 V 



£ « _ "5 t E. - ^5 
- - « * 



P U 3 ■ 
^ c7 



r- — ■ '-r £ v, -3 - K = — ?- "tr •_ — — E « 



y -3 — 

— - o 

— 

— ^ 

5 ' 



~ o > 

^ a u 

2 5. ' 



- 0 « o 

C w = > ._ ^ _ 



i— v; t- 



'. r~g — — , 



^ y = 

£ re u " — c_ 

£ Z ; 3 5 - 

^ u - = 5. - 

c > > - S - - 

c 5 * = ^ ^ : ! 



s = t ■ u 7;- 



5J 

> re 



1 ^ 



a; re Cl w 



5 > „ 5 >, = .= £ 3 



>. 2 ■= .y 

u u -a 

~ <SJ re = 



, y > y I = ^ 

5 H 5 I c 



2^ 're 5f 



; = - 



<u 



H..= 



re ^- ~ ^ 

« = 1 ^ 

C W ^ L. 

re ^3 p — 
C "° 5 T ^ 



2 C fl £> 



5 £ « re © = ^ Z g. £ 
^ • ■ d - I u " = t- c 

» ^ f « « 8 ^ 

o = fc H J=' <N - =: 

.y o -| € 5 l|.-si'§ 



-53 -J ^-O 

w: c < 

_C 5 _re 

(j t u ii 

u = trt U ; 

— . ~ OJ Q 



5 xi 



— EI 

U ^ 

* 2 Z 



aj >.-5 r 



lie 

^ > . c 

.y I- 1. 

5 - = B 

3 CJ G 



• — 4J U ■ 



_</) aj 



— H CJ 

« •- y 
o3 S £. i 



> y g g 



o -3 

G> 

> — re 



H £ = ^ - >. 

— q. cj r: c — 



£ « Z - " .2 

= = i3 • "2 

C — CJ y ~ 

2 ^ 5 > u ■- 
c 

pi I c « 5 

; S.l^ § > 

.2 ~ ,9*"5 



~ « T 



w — fj • 



u re 
■5 £ 



G U " C 
^ i u u 

■ - -= „, CJ 



9-~ ,9 



"re ^ 
re — ^ 



C 
tj 
>. CJ 



w ^ 

^ G 



— c ' 
y — 



04r ,C 



— 1 oj re 



er- 
rs 



O 

u 
o 

U 
O 

{/3 

< 
I 

u 

K 
O 

M 

H 



GO 

to 



5 S -9 



^ ; c 



r - p ir; » 5 fi 

■9 y o y 1- 
■ — .0700 



H - = 

-* G m 

>; ^ « 

u u ^ 



cj — 1 — re ■— ^ 



> M -i "g £ 

WJ— - - S I) 

y y ^ r 2 W>: 

X) jG - CO re O , 

■- c C — 



i ^ - aO P ■= • 

■ W *= C <U y N 

j w)-= =-2 

1 ? "G ^ ^ 



> = " c 0 s = 



^ SO 



5 ^^y y 



t« re 



- « c 
_ _ c 

- 0 - 



c .i o to 
0 y o < 

g- = ^" 

s « « .2 

re y P o 

— m 3 .£ 
2 cj - 
.E £ ~ 

1*1? 

- ^ y 

y — U 

■> £ -= *° 
c S re « 

iSli 

O — — g 
XI — re — 

§ 1 * « s= 
= : s < 



c u 

y U 

> «1 

^ re £ 

u y O 



y c = 
re c — 
x <— re 

"3 S 
re « — 

■S >,o 

O re ^ 

ill 



re 00 u 



0 

Q 
"5 



TO y^O c> cf 

0= = — y E"G > >,"y 

c u s 0 o o = 

c "3 o "3 -g; c 

L - u u s 7 « 

o = y S3 .2 

•a — K •'P to re 

3 n u u £ w cl 

E w "P r- - v <U 
CJ 



y ~X = re O "I 



3 c/i re 
u u 

y .3 — 

P 5 « P 
5 ,3 cj -3 



00 ^ 2 



I C- CI C3 ~ 

: k u u r 

' 2 2: o 

: 5 O > 



u s « ra 

P re <u — 



5= £ 



■w .— o — : ^- 3 <— oi 5 — — 



o c 

3 y ^ = *p 

i M- « 

> J? O « "P 

- c ■ o -3 « 
= oo^ 
5 ^ 5 = Z 
■5 >^ 3 « o 

i § 1 s JL 
I ^ i 

i2 — « u cj 

= 5 --5 2 £ 

■M_ y 3 

H S I % S 

■" y 3 — 

^ © 
= ^ >i Y re 

- W hr «: 

v. _ « y 

y = '5 2T 1 
P o/j = — 

G O r— 



3 *C ~ « 
3 G_ y 

C 00 re ¥ 
oh 3 — — 

£ 'g 3 ^ u " j 

y o*j « .£ 5? 

"e X CJ ^ Q. P 

£ O 3) « re u 

= O - = ° 2 

— -o E ^ " 

3 = p 3 £ £ 

tHHI 

u y r £ 



£ CJ 



O — . 

^ y y _ 



ITj G 

"3 « 

c 3 y LL 

y ^ - x re 



y •— ■ — 

'.3 y 3 y 



• — y _ aj — 



-3 0 - 



■3 -re -C 



> 0 1: ' 



CO 



y re . 



O 

— ; cj 



<1 
3 co 

- ^ 
•3 1/1 
3 o 
o 



C != £ 

o 



to « y 

-—"3^1)3 tOoo 

5 P G ™ P ~ — = 3 

— ' 3 H rti 3 r* ci 1-.— 



0 

O 



co 2 - 



re C„ > « re 

-3 « ^ y « „ 

w y? re ^ = .«« 

■— 0 * x 0 — 

wi 3 X to y 



^' G 
G w w 



re y — 

Z < < qj _ 

3 in r£ y 

5 cj < "= E 
tg Q.-5 m 



J= = C re " 

- g _3 — « y ;. 



'P 00 

= < 



•5b ET o > ^ o 
ICE 73 -9 — 

1 ^ o £ — £ re 

: y o ^ "5b £ o 
I •= *° E 
'y ir-~ o _g . 

' 3 re = N 3 .5 
: "" 3 cj p 

: ^ cj ^ O -3 cj 

?i £ .i2 §•! 

! 5 S, O = = 

; 8 c4 s -"2 r, 



II S .§ ■= 

(U aj 

■ - ~ - 

^3 re w: • 



re £ 



y 

OJ CJ 



>~-. 3 ^ y 



S ^ a. 
g-3 ■= ■£ 

u =-§ re 

CJ W5 X' _ 

i_ cj _ y 



re Gl 



3 > 



— y 

w — 

re c 

c "~ 

y ~cr 



<u o >= 
00 ~ 

111 



fl ^ C 3D 
« r- w 3 



CJ t>0 



5 



' G c 2 « 

c < ^ 5 o - = 

V, O y 

-3 P & > ~ 



■3 3 9 G- G " ' 



.•^ i « 3-- 



y 



C-GT 

x: 5 - 



5 

v. > c 
re^ 



5 3 g 

G 



3 >^ 

tl 1 



h 5 

X 3 
C 



— « re G_ 



Cu — y 

^x: O > 

G " 



"2 ! 
I ~ E 



— y 

2 - > C 

3 n « =: 



y ~ ^2 > g 1 <— re 6~ ^ 



X X — 3 U = 

~ - C- S '-5 S 

O a c r_ 



— 4J r; ^ 

<• ^ u r , 5 

co 3 o % ■- 

x: _3 "X ^ 

iA y ^ r= '3 

y p 5 5 cj 

3 y U» 1— 



cZ_^ C 5 ? i 
" ^ ^ y G 
5 Sg 5 .2 re Z 

^ I ^ ■= -i re 



_ Ai 3 - 

A ^ -3 . 3 

z; 1 § > 

— X y - 

y re ^ — 



3 CJ y y 
^ ^ f =. OJ 

— on w x: 



<x .y 3 x — ( 



y CJ 



•3 = - c 52 



X: 3 3 r- '3 

.y -6 '5 ri 

c - 



! 7i O jj = « ^ 



o 
3 ^ 



3 y 3 = xr 

.2 "o .2 p « 



1 >-> 3- y r- X 

■> re ^ -3 ™ 

: -t oj ^ u y £ 

! « *£ 2 g- w 



^"G -3 5J -3 .5J 
C- CJ - X 3 X 

— . ^ _^ re 



G > X 

v-> y r*» • 
G X) _ 

y a. 

"= -± h- 

c 3 a 

0 x: < 



x ^ " « 
w . 3 - 



£ 3 
^ - 

y -3 



1 X p- 1 yj CJ 



" ■ ^ ; r I B S 3 1 



: U : 
: < 



OX - — G 



G XJ -3 « 



w y 
O ^ 



> re . 



C . 

y . 

— 1/: . 



— cj ^ 



x: 

" 5 ■ 



^ 3 1 : 



u >• w .2 u 
3 — ^ .3 s 

" I J i = 



